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DETAILED ACTION 

Status of the Application 

This Office Action is in response to applicant's arguments filed on 1 1/24/2008. 
Claim(s) 26-37, 39-45 and are examined herein. 

Response to Arguments 

In view of Applicant's amendments, the objection to claim 36 is hereby 
withdrawn. 

Applicant's arguments with respect to the 112, first paragraph rejection of claim 
50 has been fully considered but are not persuasive. The rejection is hereby 
maintained. 

Applicant's arguments with respect to the 103(a) rejection of claims 26, 27, 30, 
33-34, 36-37, 39 and 41-45 as being unpatentable over Chenard et al. (EP 0900568 A2) 
in view of Ling et al. (US Patent 6,200,970) have been fully considered but are not 
persuasive. The fact that both Chenard and Ling teach the administration of AMPA 
receptor antagonists for the treatment of Parkinson's disease, albeit different 
compounds, one of ordinary skill in the art would be motivated to at least try to employ 
the concept of treating dyskinesia with AMPA receptor antagonists as taught by 
Chenard and employed the AMPA receptor antagonists as taught by Ling. 

Applicant contends that the compounds of formula I as defined in claim 26 are a 
different subset of 2,3-benzodiazepines from the AMPA receptor antagonists disclosed 
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in Ling which are not AMPA receptor antagonists. This argument is not persuasive 
because in fact the compounds encompassed by the instant claims are all within the 
scope of the compounds of formula I as taught by Ling. Additionally, Ling teaches said 
compounds as non-competitive inhibitors of AMPA receptors, which, as is well known in 
the art, are considered to fall under the definition of an antagonist. 

Applicant's arguments with respect to the 103(a) rejection of claims 28, 29, 31 , 
and 32 as being unpatentable over Chenard et al. (EP 0900568 A2) in view of Ling et al. 
(US Patent 6,200,970) as applied to claims 26, 27, 30, 33-34, 36-37, 39 and 41-45 
above in further view of Solyom et al. (Current Pharmaceutical Design, May 2002) has 
been fully considered and are persuasive. The rejection is hereby withdrawn. 

Applicant's arguments with respect to the 103(a) rejection of claim 35 as being 
unpatentable over Chenard et al. (EP 0900568 A2) in view of Ling et al. (US Patent 
6,200,970) as applied to claims 26, 27, 30, 33-34, 36-37, 39 and 41-45 above in further 
view of 

http://web.archive.org/web/20000815082545/neurologychannel.com/parkinsonsdisease/ 
index. shtml (referred to as "PD website" heretofore) has been fully considered but is not 
persuasive. Applicant argues that the "PD website" "provides no teaching of relevance 
to the presently claimed invention and certainly provides no teaching or suggestion to 
use a compound of the formula (I) to treat dyskinesias, let alone to specifically treat 
dyskinesias associated with idiopathic Parkinson's disease." 

Examiner respectfully notes reference was not employed, nor ever suggested, to 
attempt to teach that compounds of formula I are used to treat dyskinesia. The website 



Application/Control Number: 10/527,271 Page 4 

Art Unit: 1617 

reference was employed to address the limitation of claim 35 as to the specific type of 
Parkinson's disease, wherein the definition teaches that the most common type of 
Parkinson's disease is idiopathic Parkinson's disease. 

Rejections that have been maintained have been restated for Applicant's 
convenience as well as new rejections are set forth in the following non-final office 
action. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claim 50 are rejected under 35 U.S.C. 112, first paragraph, for scope of 
enablement because the specification, while being enabling for the treatment of 
dyskinesia, does not reasonably provide enablement for the prevention/prophylactic 
treatment of dyskinesia as recited in these claims. 

The instant claims are drawn to a method for the prevention/prophylactic 
treatment of dyskinesia. The instant specification fails to provide information that would 
allow the skilled artisan to practice the instant invention. Attention is directed to In re 
Wands, 8 USPQ2d 1400 (CAFC 1988) at 1404 where the court set forth the eight 
factors to consider when assessing if a disclosure would have required undue 
experimentation. Citing Ex parte Forman, 230 USPQ 546 (BdApIs 1986) at 547 the 
court recited eight factors: 
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(1 ) the nature of the invention; (2) the state of the prior art; (3) the relative skill of those 
in the art; (4) the predictability or unpredictability of the art; (5) the breadth of the claims; 
(6) the amount of direction or guidance presented; (7) the presence or absence of 
working examples; and (8) the quantity of experimentation necessary. 

Nature of the invention: 

The instant invention pertains to a method for the prevention/prophylactic 
treatment of dyskinesia. 

The state of the prior art: 

The skilled artisan would view that the prevention/prophylactic treatment of one 
or more symptoms of dyskinesia totally, absolutely, or permanently, is highly unlikely, 
since one cannot guarantee that the dyskinesia will always be prevented. 

The relative skill of those in the art: 

The relative skill of those in the art is very high. 

The predictability or lack thereof in the art: 

The skilled artisan would view that preventing/prophylactically treating 
dyskinesia, absolutely or permanently, is highly unpredictable. 
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The amount of direction or guidance presented and the presence or absence of working 
examples: 

In the instant case, no working examples are presented in the specification as 
filed showing how to prevent/prophylactic treat dyskinesia totally, absolutely, or 
permanently. Note that lack of a working example, is a critical factor to be considered, 
especially in a case involving an unpredictable and undeveloped art. See MPEP 2164. 

Genentech, Inc. v. Novo Nordisk, 108 F.3d at 1366, states that "a patent is not a 
hunting license. It is not a reward for search, but compensation for its successful 
conclusion" and "[p]atent protection is granted in return for an enabling disclosure of an 
invention, not for vague intimations of general ideas that may or may not be workable". 

Therefore, in view of the Wands factors, e.g., the amount of direction or guidance 
provided, absence of working examples, and the predictability of the art discussed 
above, to practice the claimed invention herein, a person of skill in the art would have to 
engage in undue experimentation to test the combination in the instant claims whether 
one can prevent/prophylactically treating dyskinesia totally, absolutely, or permanently. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in section 102 of this 
title, if the differences between the subject matter sought to be patented and the prior art are such that the subject matter as a 
whole would have been obvious at the time the invention was made to a person having ordinary skill in the art to which said 
subject matter pertains. Patentability shall not be negatived by the manner in which the invention was made. 
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This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 26, 27, 30, 33-34, 36-37, 39 and 41-45 are rejected under 35 U.S.C. 
103(a) as being unpatentable over Chenard et al. (EP 0900568 A2) in view of Ling et al. 
(US Patent 6,200,970). 

Chenard teaches a method of treating dyskinesias associated with dopamine 
agonist therapy in the treatment of a CNS disorder, in particular Parkinson's disease 
through the administration of an AMPA receptor antagonist (page 2, lines 23-26). 

Chenard teaches that dyskinesia means any abnormal or uncontrollable 
movement including chorea, tremor, dystonia, among others (page 10, lines 50-52). 

Further, dopamine agonist therapy refers to therapy that increases dopamine 
receptor stimulation including bromocriptine and increasing levels of dopamine such as 
L-dopa among others (page 10, line 54-page 11, line 8). 

Chenard does not teach the compounds of Applicant's formula I. 
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Ling teaches 2,3-benzodiazepines of formula I which are encompassed by 
Applicant's compounds of formula I (abstract; column 1, line 15- column 2, line 28). Ling 
teaches the compounds as being non-competitive inhibitors of the AMPA receptors 
(column 2, lines 30-32). Further, Ling teaches that the compounds can be used for 
treating neurological and psychiatric disorders that are triggered by overstimulation of 
the AMPA receptor. The neurological diseases, which can be treated functionally, 
include, for example, neurodegenerative disorders such as Parkinson's disease, 
Alzheimer's disease, and Huntington's chorea (column 3, lines 8-15). 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention to have treated dyskinesia with the administration of AMPA antagonists as 
taught by Chenard and employed the AMPA antagonists taught by Ling. One would be 
motivated to employ the compounds of formula I as taught by Ling because they are 
also taught to be useful in treating neurodegenerative disorders such as Parkinson's 
disease. Since both references teach the use of AMPA antagonists for treatment 
associated with Parkinson's disease, one would expect with a reasonable degree of 
success that the administration of one AMPA antagonist for another, namely the 
compounds employed by Ling, would be equally successful in treating dyskinesia, in the 
absence of unexpected results. 

Claim 35 is rejected under 35 U.S.C. 103(a) as being unpatentable over Chenard 
et al. (EP 0900568 A2) in view of Ling et al. (US Patent 6,200,970) as applied to claims 
26, 27, 30, 33-34, 36-37, 39 and 41-45 above in further view of 
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http://web.archive.org/web/20000815082545/neurologychannel.com/parkinsonsdisease/ 
index. shtml (referred to as "PD website" heretofore). 
Chenard and Ling are discussed above. 

Neither Chenard nor Ling specifically teach the type of parkinsonism (i.e., 
idiopathic Parkinson's disease). 

The "PD website" teaches that the most common type of Parkinson's disease is 
idiopathic Parkinson's disease because the cause is unknown. 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention that employing the treatment of dyskinesia associated with parkinsonism as 
discussed above, that one would have necessarily been treating idiopathic Parkinson's 
disease. The motivation, provided by the PD website, teaches that idiopathic 
Parkinson's disease is the most common type of the disease. 

Claims 26-34, 36, 37, and 39-45 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Leventer (US Patent No. 6,649,607 B2) in view of Chenard et al. (EP 
0900568 A2). 

Leventer teaches the administration of S-tofisopam for the treatment of 
convulsions or seizures selected from Parkinson's disease, other neurodegenerative 
diseases including Huntington's disease, schizophrenia, tics (e.g., Tourette's 
syndrome), head injury, among others (column 3, line 65-column 4, line 10). 
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Further, Leventer teaches that S-tofisopam can be administered alone or in 
combination with one or more other anti-convulsant agents to treat convulsions or 
seizures including myoclonic jerks (i.e., clonic activity) (column 9, lines 45-49). 

Leventer does not specifically teach treating dyskinesia per se. Leventer also 
does not teach that the convulsions or seizures arising from Parkinson's or Tourette's 
syndrome, for example, are a result of dyskinesia associated with dopamine agonist 
therapy. 

As taught by Chenard, dyskinesia is defined as any abnormal or uncontrollable 
movement including chorea, tremor, dystonia, athetosis, myoclonus and tic (page 10, 
lines 50-52). 

Furthermore, as is well known in the art and also taught by Chenard, dyskinesia 
is a side effect that results from dopamine agonist therapy in an effort to treat 
Parkinson's disease (page 2, lines 21-23). 

As taught by Chenard, dopamine agonist therapy refers to therapy that increases 
dopamine receptor stimulation including bromocriptine and increasing levels of 
dopamine such as L-dopa among others (page 10, line 54-page 1 1 , line 8). 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention to have employed the administration S-tofisopam for the treatment of 
convulsions or seizures selected from Parkinson's disease, other neurodegenerative 
diseases including Huntington's disease, schizophrenia, tics (e.g., Tourette's syndrome) 
and head injury as taught by Leventer and also used it to treat dyskinesia. As taught by 
Chenard, dyskinesia is defined as any abnormal or uncontrollable movement including 
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chorea, tremor, dystonia, athetosis, myoclonus and tic. Thus by administering S- 
tofisopam, one in essence would have been treating the symptoms that arise from the 
ailments taught by Leventer of which are specific to dyskinesia, a few of which include 
tics and myoclonic jerks. 

Additionally, it would have also been obvious to have administered S-tofisopam 
for the treatment of dyskinesia as discussed above and also employed the 
administration of S-tofisopam to treat dyskinesia that arises from an agent that is used 
to treat Parkinson's disease, namely dopamine agonists. One would be motivated to 
treat dyskinesia with the administration of S-tofisopam regardless of whether the 
dyskinesia results from the actual symptoms of a disease, specifically tics arising from 
Tourette's syndrome, or whether the dyskinesia is a side effect observed upon 
administration of an agent used to treat a particular disease, namely dopamine agonist 
therapy for Parkinson's disease. 

Claim 35 is rejected under 35 U.S.C. 103(a) as being unpatentable over Leventer 
(US Patent No. 6,649,607 B2) in view of Chenard et al. (EP 0900568 A2) as applied to 
claims 26-34, 36, 37, and 39-45 above in further view of 

http://web.archive.org/web/20000815082545/neurologychannel.com/parkinsonsdisease/ 
index. shtml (referred to as "PD website" heretofore). 
Leventer and Chenard are discussed above. 

Neither Leventer nor Chenard specifically teach the type of parkinsonism (i.e., 
idiopathic Parkinson's disease). 



Application/Control Number: 10/527,271 Page 12 

Art Unit: 1617 

The "PD website" teaches that the most common type of Parkinson's disease is 
idiopathic Parkinson's disease because the cause is unknown. 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention that employing the treatment of dyskinesia associated with parkinsonism as 
discussed above, that one would have necessarily been treating idiopathic Parkinson's 
disease. The motivation, provided by the PD website, teaches that idiopathic 
Parkinson's disease is the most common type of the disease. 

Conclusion 

Claims 26-37, 39-45 and 50 are not allowed. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Sahar Javanmard whose telephone number is (571) 
270-3280. The examiner can normally be reached on 8 AM-5 PM MON-FRI (EST). 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on (571) 272-0629. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

IS. J./ 

Examiner, Art Unit 1617 
/SREENI PADMANABHAN/ 
Supervisory Patent Examiner, Art Unit 1617 



